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The cytological diagnosis of malignant tumors
by Papanicolaou's method (1) is well known.
But outside of dermatological circles it is perhaps
not sufficiently widely known that Tzanck, in
1948 (2) had applied an analogous method
("cytodiagnose") to the study of some conditions
of the skin, benign and malignant, and that soon
thereafter other dermatologic papers appeared
on the same subject. The use of this type of
examination in the diagnosis of lesions suspect of
being Paget's disease of the nipple forms the
basis of the present report. The first studies were
carried out in two patients seen by us; and these
have been amplified with the observation on four
additional patients seen since this method was
introduced as a routine examination in our
Service at the Hospital.
The ages of the patients range from 38 years
to 66 years. Their lesions dated back three, eight
and eleven months; and one, one and a half and
two and a half years respectively. The cytological
diagnosis was positive for Paget cells in four
patients and negative in two. In all of them the
cytological diagnosis was confirmed by micro-
scopic section.
In the two patients with eczema of the nipples,
lesions were of three months and one year's
duration and were cytologically and histologically
negative for Paget's disease. One of these two, the
patient whose skin lesions were of one year's
duration, was examined by this method by Dr.
Francisco Leon Blanco, who kindly reported his
observations to us. She presented a deep indura-
tion in the mammary gland jointly with an
eczematoid patch on the areola. The biopsy
specimen of the mammary nodule disclosed an
alveolar carcinoma independent of the skin lesion.
These findings were proved by serial examinations
of the entire breast after mastectomy.
In the four patients with Paget's disease the
clinical pictures were as follows: The patient with
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lesions of one and one-half year's duration pre
sented retraction of the nipple and the eczema
toid changes extended throughout the entire
surface of the areola. The borders of the eczema-
toid plaque were sharp and there was no doubt
of the clinical diangosis. The same was true in
the case of the patient with Pagct's disease of
two and a half year's duration.
In contrast, in the patients with mammary skin
changes of eight and eleven months duration,
the lesions were clinically insignificant. There was
no retraction of the nipple and the skin lesions
consisted of non-infiltrated pink patches, lenticu-
lar in shape and located on the areola. In both
patients the surfaces of the lesions were quite
dry although one of the patients occasionally
observed slight humidity which stained her
brassiere. In one of the cytological examinations
practiced on this particular patient, it was never-
theless necessary to squeeze the lesion at its base
in order to obtain serous fluid. Both patients suf-
fered from moderate intermittent itching. One of
them had been treated with lotions and salves.
This antecedent treatment did not interfere with
the positive results obtained by the cytological
examination.
It is well known that certain skin conditions
arc likely to be localized, among other places, in
the region of the arcola and the nipple. This is
the case, for example, with scabies, contact der-
matitis, atopic dermatitis, seborrhcic dermatitis
and psoriasis. Many patients with these skin
conditions naturally come first to the dermatolo-
gist, rather than any other specialist. When
affecting the nipple area most of the above men-
tioned diseases are bilateral, and except for con-
tact dermatitis from brassieres, usually affect
other parts of the skin as well. None of them,
however, produces the retraction of the nipple.
Although the nipple may be changed in its
appearance, form and consistency, due to the
dermatitic process, these alterations arc not
pathognomonic of dermatitis and may be found
also in the early stage of Paget's disease of the
nipple. The flattening of the nipple generally
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appears in the more advanced stages of Paget's
disease, when there is probably already lymphatic
dissemination.
It is usually easy for a patient to accept the
removal of a sample of skin for microscope
examination when the lesion has produced great
changes in an organ as visible as the mammary
gland; whereas it is not so easy to convince her
to accept this idea when the lesions are insignifi-
cant and banal in appearance and have caused
no serious annoyances or discomfort. In the latter
type of case, the cytological method has the ad-
vantage of permitting the clarification of a diag-
nosis which is undoubtedly of great importance
by an examination which can be carried out in a
casual way, which is readily acceptable and
arouses no suspicions on the part of the patient.
Moreover, this form of examination can be re-
peated as many times as is necessary. When the
results are positive, this helps to persuade the
patient and even her relatives of the necessity of
carrying out a biopsy examination. The cyto-
diagnostic smear thus helps in the fulfillment of
the principle of an "early diagnosis" which is so
important in cancerology and especially so in
tumors of the mammary gland which are, in
themselves, particularly malignant.
TEcnNIC
Deriu and Piccino (3) carried out cytological
examinations of material obtained by needle as-
piration shortly before operation; cytological ex-
amination of smears obtained by contact of the
cut surface of the tumor immediately after its
surgical removal and histological examination of
serial sections from the resected tumor. They
did not, however, practice the contact smears be-
fore operation, as a method for diagnosis. Veroncri
and Rabotti (4) refer to ten cases of Paget's dis-
ease of the nipple in which the diagnosis was made
through contact smears. Unfortunately, they do
not mention in their paper the exact technic used
nor the clinical appearance of the lesions at the
time of examination. They do, however, call the
attention to the vacuolization of the cytoplasm of
the malignant cells. This is a finding which we
have not seen previously referred to in the search
we made of the available literature and which we
have siace corroborated in our own cytological
examinations.
The technic followed by us was as follows: when
the lesion is dry, it is scraped with the edge of a
slide to produce a superficial erosion or abrasion.
Since this procedure always brings on a few drops
FIG. 1. Photomicrograph smear from one case of the Paget's Disease of the nipple. The superficial
location of the malignant cells explains why they are so easily removed by scraping.
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FIG. 2. Clump of negative or normal cells from an eczematoid lesion. Note the thin nuclear membrane
and normal arrangement of chromatin. The nuclear-chromatin size ratio is normal.
FIG. 3. Clump of malignant cells with marked nuclear pyknosis. The n-c ratio is lost
of blood, they are wiped away with physiologic
saline solution. After a short interval some serous
fluid will then appear. If it is scarce one may ob-
tain more by pressing the base of the lesion
between the fingers. Once the serous fluid is ob-
tained, the lesion should be blotted several times
with the flat surface of the slide, in order to ob-
tain several specimens. It is not advisable to
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F'u. 4. Clump of tumor cells with vacuolization of the cytoplasm
spread the fluid on the slide in the manner used
in hematological examinations, since one runs
the risk of disseminating the malignant cells, thus
making it more difficult to find them under the
microscope.
In exuding lesions, after cleaning with saline
solution, one proceeds directly to take specimens
on the slides.
The slides are immediately placed in Papa-
nicolaou's fixative (alcohol-ether) thereafter pro-
ceeding to the staining. Since the structure of
the cells is not altered by the fixative, the physi-
cian (if he does not have the microscopic equip-
ment or cytological experience to carry out the
examination himself) has time enough to send the
slides to the cytologist for examination, thus
avoiding explanations to the patient.
The stains we employed were that of Papanico-
laou and the hematoxylin-eosin stain. The nuclear
stainings are the same in both, varying only in
the contrast color which is red in the case of
eosine and muddy green in the ease of Papa-
nicolaou.
INTERPRETATION
When the cytology is positive the cellular al-
terations do not differ essentially from those
described in other organs. They are practically
identical to those found in vaginal smears (5).
Under the microscope the changes consist in
disproportion of the nucleo-cytoplasmic relations,
pyknosis and enlargement of the nuclear mem-
brane, presence of a large nucleolus and at times,
vacuolization of the cytoplasm. In our slides we
furthermore observed naked nuclei, free of cyto-
plasm and showing evident characteristics of
malignancy. Perhaps in this latter case it was due
to manipulation and, in consequence, being an
artefact.
SUMMARY OF cYToLoGIcAL EXAMINATION OF
STAINED SMEARS
A simple method, which may prove useful in
the clinical diagnosis of Paget's disease of the
nipple in its early stages of development, has
been employed by us on six patients. Two of these
presented the early changes of Paget's disease
without visible retraction of the nipple; two
showed the classical clinical lesions of Paget's
disease of the nipple in its lull development; and
the remaining two were negative for evidence of
Paget's disease, although one of them had an
alveolar carcinoma independent of the eczema-
toid lesion observed on the areola of the nipple.
We believe the principal use of this cytological
method will be in the early stages of Paget's
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disease. It can be used as a rapid preliminary
measure and allows the subsequent use of other
more exact methods of investigation. For in-
stance, once the smear shows the characteristic
cellular alterations, the biopsy and histopatho-
logic examination can be carried out at once—a
procedure not always accepted a priori by pa-
tients.
Although this series is too small to establish
conclusions and although Paget's disease of the
nipple is not a very common form of cancer, it
seemed to us nevertheless worthwhile to report
our results for the purpose of stimulating further
evaluation of the cytological smear technic in
Paget's disease. Apparently this rapid diagnostic
measure has not yet been evaluated in a precise
manner in this disease, judging from the scarce
references we have found in our review of the
literature on the subject.
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